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«Ht8< 



(54) BK9I(0«ft] **U-> ■ K5s/* 



(57) [5*9] 

HBfc. l#6 2 5i4TO#'JIfl'>jf 
■J n-J^'J :*T-*SIWESh*IM»S»R4ft* 1 

»*. 7>^xr>A*«fct;*;i'3t?*->v-h^si!d5s*i 




MB (#) 



(b) iD*5^e#tJ:oT?&mb#»^ie#Wffii:ft^$ft4, 1 

PEG«H'j7-feJ: fcli* V 3*v- ItlE PEG # 

( i ) 2^t> 2 5 i^'Jifl/V^'J a-^ffi^^i&gfili £fifrtf£ 

( i i ) tttt, K5^o 

36*fi9M2*»P> 2 0 f f^jKVxfl/y^'J 3 s9» 6**3*14, ft 

[M 4 ] loffc fifcfto #'Jxfi'^ , Ja- 'J 3"v - ^\ # 
*s S*95i:2!i^l0i-e^ , Jxf.U>^>j3-)vWP>i*?*L4, If 

■ [»*«5] .fVxfl/^^'jn-JPt'J^-^ 1, 2, 3, 4, 5 

'J 3 ff«l fcia*<*>**^>' • 7*o K5 ? / 0 

-9-> • 7"n K?y^, 



'WSW'' ■ "TOR*- 

(3) #^2 00 3- 5 09 3 8 6 

[Ml 1] 1, 2, 3 t tz\tAm<V^)3~^VyW 

3] (a) iMi^)^^t> • zfuyj-y? \&t.V 
(b) E£±tf$L$*)l§#«:*tr, Egg&M. 

4] &q#^©fcat»»aj&!T**, n*su 3 tie*© 
W*ai5] sag, *^-fe^*i, *7'k7h, mt?/, * 

[ft 1 3 

f T 

— C-(CH^— N-CHjCH^OQ^OCHj (^2) 

n»i, l^P) 7 iTT*l9, mf±> 2 J^t> 2 5 i <9 , -f-LTRfi 

[ft 2] 

f f H t 

— C-(CHj)^-C~N— (CHjJp— N-CHjCH^OCi^OCH, (j£ 3 ) 



(a£fK nil, I^fe6*rr*l9, p (±, 2 # £> 8 t •) , rati, 2#f> 



C4) #«200 3-5 09 38 6 

2 5£T-T-&>9, f LTRtt, 1&M7 ; 
[it 3] 

? ? H I 1 

— C-{CHi);— C— N—CHiCHjCOC,^),— N-CHjCTrfCH^H^OCHj ( ^ 4 ) 

ntt, 6 4 mfcJiO'r f±, **l<e*l»ft LT 2 2 

5 -eLTRi2, tea 7 >u ; 

[ft 4] 

— C-tCHJj- C-N— (CH 1 ) r -N-CH J CH 2 (OC 2 H 4 ) 1B NH J (^5) 

2 5 iV?$>>), ^LTRti, «7^*^T~&&) ; 
[ft 5] 

— C-CCH^C— N— (CH^N-CM 2 CH 2 (OC 2 H 4 3 m NH 3 + X- ( ^ 6 ) 

[ft 6] 

— C- (CH2) J C N (CHj)^ N— CH 2 CH 2 (OC 2 H 4 ) B1 NHR z (^7) 

(St^K nli, 1^P)6STT^^ pfi, 2^t,8tmi), ml±, 2j3>£> 

4) ; 

[ft7] 



C5) 



^2 00 3-5 09 38 6 



H II h n 

C— ( CH^u C N CH 2 CH 2 (OCj H^O CH j C — NH(CH 2 )pN( CH 5)2 (j$8 ) 



(ft*, n{±, lfrb6*XX&*), pit, 
2frb 2 5 im^) ; 

[ft 8] 



— C-(CH 1 ) a (OC 1 H 4 ) m O(CH 2 ) r - C-O-X* (5$ 9) 

[ft 9] 

? f 
— C-CCH^rN-CHjCH^OCjH^OCHj (^10) 



(5t*, nfi> l#t> 5 mfcJU 2 j^£> 2 5 £ T"e& ^ , ^ LT R l 

[it 1 0 ] 




I 

(CH^CHzCOCHzCH^OCH, (^1 1) 

(ft*, nli, H^6tm^ mfi, 2 2 5 iT?"?* »3 , f ITX" 

• -7x2 



(6) ^2 0 0 3- 5 09 38 6 

, tt« 1 6 Kfzm<D?*y-y • 7*n 

[MM 18] TVt-^A, *1 *'J* 

*^ 1 7 KfBito**^> • F7 7^ 0 

[IIS19] ?**jrVi)K X{rV?**A'i:frtt, 1 6 KfE«<9 

• 7*0 K9 ? ^ G 

[»$«2 2 3 K 2, 3.t)kli4flO#'Jxfl/'/^ij3 

[W^^2 3] (a) !t**l 6-fcfE*©**-9-> • 7°n F5 7 7 ; fcj: 

0» 

(b) E*±tt§L^*a#*-#tr, E3g&j£g»„ 

[»*3fi2 5] 38flU *^-fe;V^J, *7-l/-;K mr^, j^JI, wi 

mm, mm itiix^ fo- f-^j , ramaa^ & * t^sam 

[it 1 1 ] 

? t 

-C-CCH^— N-CH I CH 2 (OC 2 H 4 ) m OCH 3 2 ) 



(5t*\ nil, 1H74T?*0, mil, 2*fc2 5 *LTRtt 



1$»2 0 0 3-5 0 9 3 8 6 



9**ry > -/a -y y 0 

-;i/*y J7-CioTgi3ili, Ht*£ 2 6 ? > ■ 7°n 



-C-CCHA—C-R— (CH^— N-CHaCHKOC^OCH, 3 ) 

(jS^K n(i> 1 ^tj 6 t T-C* "9 , pli, 2j5>5>8 £-e-C&»K tnfi, 2^t> 
2 5im"J, fLTRti, ffi«fc7>Mf Sr*1"4 1 o 2 fc im%.<D 

[fi«3 2] r^U **-fe;v£^tf, 3 l 



[it 12] 




C8) 



^2 003-5 09 38 6 



lit 1 3 ] 



H 1 6 KfEito ^?>-7"nF7 7 




[SB*® 4 1] 5t : 



[ftl4] 




(Sfc-K nil, 1 t> 6 4 "C^* »K pfi> 2j&»$>8 4"C-C2fcl!K mil, 2*S> 
2 5 4?-?*^ LTR (±, ffijR7^/ur**) Sr^TT* 1 o 4 fc ttttlfe© 



C9) 1^2 00 3-5 0 93 8 6 

*"J xf v y y <J a - >; =f - jD*£#telS<&-fc J: o Tig^S at* , 
H 1 6 Kffltfr 9 V ■ ~f n K 9 y 

n K ? ? 

[I*S4.4] K***4r/u£-£tf, bS*«4 lfcfE«<a* 

[I*S4 5] *^>7^\ 1 , 2. 3 4fcli4*<0#i;x^l/>^iJ 3 

[ft 1 5 ] 

t la f 

— C-(CHj)ir-C--N— (CHJ p -—N-CH 2 CH 2 (OC 2 H 4 ) m NH, + X- (i£6 ) 

nii, l*fc6 4T"C**K pl±, 2^ 8 4 TT!**K mf±, 

2 5 4-e-CifcJj, x _ tt, Bfc>f*>T?**) *^r-f& 1 04 fctttMfc<D#y 
[1^14 8] ^^f-y-^TS 1 , ^^ , j^*«fe^o?&*iStto*4e§f4fcii 

0F77 



[ftie] 

— C-(CHJ— C— N— (CH^N-CHjCTjCOCjH^NHR 2 7 ) 

nli, l^f)6fm^ p fi. 2ri>£> 8 tX-X-Jb*), mfi, 2 ^ <b 

&X*mitZ>^? 'J **-b;HBH&#:£^tr> H;fc« 5 1 fcfB**>* ■ 7 s 

[M5 5] 1, 2 , 3 4 £f£4l@<7>;K'; i^y^V a 

[fSjfc£5 6] ^ : 

[ft 1 7 ] 

0 0 o 

— C-CCHj)— C— 8— CHiCHjCOCj^OCH,— C— NHiay^NfCHjJj ( ^ 8 ) 



DF7 7 7„ 

[I$S5 7] ?**ryi)K *9 'J * *-feJV£-g"tN 5 6 fc|E«<D 

[!t*S6 0] **^>#, 1 , 2 , 3lfcli4«tf)* , 'Jxfl,V^ij3 
-A^'J Jv-^ioTSrSStia, W*^5 6 • 7°n K7-; 

Mb i 8 ] 

f 8 

—C-(CH 1 ) n (OC,H < ) m O(CH 2 ) f — C-OTT (5$ 9 ) 

nisitfptt, ^^tl^LT, lH6 4m»), mil, 2*fc 

1 6 Kffi«0?*-9-> • 7" a K v 7 

[M6 2] ft»6 ICS*© 

• 7°D Kr^o 

• yn K7 7 ^ 0 

[ffi^S6 5] 1, 2, 3 4 fcfcU'fiOtf'J xf 1/>^>J 3 

-;W*>J ^-CJ:oTgI?*iS, tt$«6 1 \z.VM t <n9^y • 7°n K77 



««2 003-509 38 6 



TO6 6] ?**yyi}K^\ 



— C-(CH 2 ) B -^-CH J CH J (OC 2 H 4 ) ta OCM3 1 0 ) 




(5S4\ nl±, 1 frb 5 19, mtix 2 ^ f> 2 5 i tt^ »> % * LT R 1 

^(7) U xf 1/ > ^ ij rj - ^ 1; rfv - KM&frffiWLft&K X o Tig^ 3 til , 



nil, 1 6 * TT* 19 . mfi> 2 2 5 4 T?r* »> , % LT X 



[ft 2 0 ] 




(CH 2 ) n CHj(OCH 2 CH J ) DI OCH3 Ull) 



7 6 ] 9 VJB*tt««m***-ri« SL««lfe#*i&*-J-4 # 

( a ) 4>£ < i: *> 1 ffi?) ? > ; £ J: 0* 

(b) to^ttfi^eioT^aF-fk^ois^astt^fif^s^i, i 

otfc liMo P E G # U 33 X Xf/t tz li* U =Tv - mTfB PEG # 

( i ) 2^t>2 5 i-C^#Ui^i/>^ij 3-^<£^fefl|ritS*L4E04A: 
l±M«PEG-fc^> > ; LT 

( i i ) $tt 

[»*^7 7] 1 o ifc ) xf 1/ V ^ 'J n - V - 
ft$S7 6 UlS^O^ffio 



H*«7 6 Hf5*<0*fe 0 

*I«K2i^ 1 0 JTO?K'Jxfl,>^ij3-jH^t)M?W, 

n«7 6 cies^tfc 

[1*18 0] .f'Jxf l/>7'j3-jl/t'Jn"7-^ l, 2, 3, 4, 

5> 6> 7^ s, ^ivg^fefti^feaRstLi^jfcojKyxf-u^^ij a 

[W^S 1] 1 O Jfc 'J Xf 1/ V ^ 'J 3 - Jl/t 'J - (7)R 

< t 1 »j££I$#£i3-£k tt« 7 6 HfBiccO^Tffio 

A, Uf-^A, AiVy^A, AWti/Wh, ^o'J b\ 7*n= h\ 3-vK 

#318 l KE«Oj!)ft, 

[W#fl8 3] ^■feil/fc-gtr, 7 6 fcffifc© 

fStt Sac* 'J **-t;Hg1ft#£-^tN St*£7 6 Klffitt©#£. 

[W#«8 6] 1, 2, 3ifcl±4«^sK 1 Jxf-l^>^iJ a 

[ft«8 7] • 7°n Fy^m ftPfi4«l»**tfS^ili» 

[S&$«8 8] 9**tv - fa Fvyytf, *SPS^gJ»*:*trS^-g 
Bfc J: o 3 ft* , fi*3C 7 6 KfB8*>#ifc 0 

[ff«8 9] 9**ty ■ rfu YvvW, ±&|*K jffil*0|*K OErt, & 
&T\ ^iWftjS^'SrS^^^aiKSiiSgE&^^tfS^I&t 



[fS$£9 2] MB&fg, M3S#, EliW^ »H*x 

»R«, IIM, fill, SJl/atfyfcJB, WE^S 

[i^S9 3] mm&mK ^-gmzs*. zlx?**t> ■ 
95] Mtv-^nK^y ^ lEfl^gst =}; i? 

9 6] ?*tV-ynK97 ^\ 

(a) ^W^'ynFy'y^^ia' 

(b) E*±tf$L$*S#, **trEHslftA*©*fl'fcLTK^*it*, ft* 
[flf*«9 7] gPK^HjaLfc»»t*4, ff*H9 6 

ioo] * >&&&&mmft**+mfLmtfift*ft*-rz 

MoT, ltffi*fett, 



•lip* 



(16) #£2 00 3-5 09 38 6 

Mk 2 i ] 

« T 

-N-CHjCHrfOC^OCH, (^ 2 ) 



(5t*> nli, H^7im^ mli, 2 2 5 $ TT* <9 , ^LTRfi . 
lit 2 2] 

— "-(CHjfe-I— N— (CHjJj— N-OIjCHrfOC^OCHj 3 ) 

[ft 2 3 ] 

—C-(CHife-C— H— CHjCHjCOC!^ N-CTaCH^OC^OCHj (i£4) 

(5t*, nli, 1 frh 6 £ -C-C* 0 , m*3j:tFrfi, Ztl-etl&ilLK 2 frh 2 5 

0 0 R 

II II H I 

— C-(CHJ— C— N— (CH^N-CH^HjCOCjH.X^j 5 ) 

(5$^ n(±, H^6tm^ p(i, 2^f.8tm^ mli, 2^<b 
[ft 2 5 ] 

f I H t 

— C-N— (CHJ p — N-CHaCH^HJuNHj^ 6 ) 



(17) «pg|2 0 0 3- 5 0 8 3 8 6 

[ft 2 6 ] 




) ; 

[ft 2 7 ] 

— C-fCHJj— C— ^-CH J CH I (OC 1 H 4 ) n OCH J — C— ^CHjV^CCHjJj (i£8 ) 

nli, lfrh 6 4^*IJ, p t±, 2i^8imD, fLTmlt 
[ft 2 8 ] 

f t 
-C-CCH^OQH^CKCH^— C-OT? ( ^ g ) 



5t?-?$>*), fLtx'ii, »>f*>-e4*) ; 

[ft 2 9] 



(CHjJr-N-CHjCHjtOQH^OCH, 1 0 ) 



(5t#, nli, l*f.5JmD, fflli, 235^2 5 iTT?**), f LTR 1 
[ft 3 0 ] 



CIS) 



^2 0 0 3 - 5 0 9 3 8 6 




wherein n is from 1 to 6, m is from 2 to 25 and X" is a negative ion. 

(5$ 4", nli, l*e>6it"P*D, mfi, 2i»t>2 5SmD, f LTX - 

v y 7 y =r - jv* y v - k jnTfcMtfee-k k J: o T£te 3 *i* * > 

[1*S10 1] #'Jxfl/^H3-H'J^-i«, 1, 2, 3. 4 
> 5> 6, 7> 8> &&X?$frb%k&frhmifcZfr2>&%IL<DtfV3~?-VVyV 

[l&jfrgi o 3] a* y ***;i<*£tN o o tie 

[St$:gi0 5] ^ K-fc^*-feA/**tr, 0 OCIEI 

[1^106] 9**t-Vifi^ 1, 2, 3Sfcl44fl«)* , Jifl/>^ , J 
a-^y ^-CioTif?^, M^Sl 0 0 fcfE*<&#ifc 0 

[1*51 0 7] ■ -fu K5?^, gPS^jftttSr-ettrK^-g 

ttfc «t o "CMS , fi» 1 0 0 KfEftO^fe, 



(19) #l?2 0 0 3 -5 0 9 3 8 6 

im*Ml 0 8] 9*t*tv • 7*n F7>y^ #£p£5-S»**tfS-5- 
W:J:oTIl?tLS, 1 0 0 Kffitom, 

[ff*3U 0 9] ***rv • K7 7^ s , ±&|*K j£l*)f*K JgJ8l*u 

•5-S*U>, «Ml 0 0£!E«£>m, 

[ft«l 1 0] m % MttM, MiC^tLT- 

[gfifcg 111] JS&atf, H*£ 1 0 0 H|E«^>*teo 

[S&ifcS 112] gUfcfEfta 1 , MM, OT£«> PtMoffi, HM^ 

, lis, famm, im, fr^ift«5, 

tr, 1 0 0 fcffi*©#ft 0 

1 3] £#ijgE#ta«, f LT^^t>-7-nK7 

EJHSK, ifcli0^, ^xy^f^i*^?^, 1 0 0 C 

1 4] **He«* 1 , fU^t> • ynF 7 -; 

^\ fflfcfc, ifcfijffife, K*VA/lf5/>i:#Kie^?*L4, Sf^lOOK 

15] ^^t>-/n K5y^ fflUSWoftUt i *JJH#t 

116] ^H>-^DK9? ^ 

( a ) ^ty-ynK 7 7^;iJ:c; 

(b) iss±^#l^ ztm, *^&umm.&m<vWLftt us^?^, it* 

111 0 0 Jcf5«?)*S 0 

1 7] guia^t^ mn&5-mz]t!k*$ti&, mtmi 1 6 
1 8] is^Mti^ *gpS4ffltfe***L4, i 

6 tfE«^*feo 



(20) #^2 00 3-50 9 3 8 6 

6 tiatt^^o 



[0 0 0 1 ] 

i. mwa 
i. i mcofrm 

*§kW\t, -J&fc, 9*^y (taxane) i; =Tt ^LT£<7)J: 
(docetaxel) ^ j $ ftM±f£tt£ * ^K5^t 

[ 0 0 0 2] 

i. 2 ffitmnomi 

U7 (T a x u s b r e v i f o 1 i a) ) frbMUtZtLZXt&W'rA"** 
i»-C*4o Wan i f>fi, ^^WiSct^XMSII^ffi^ctoT, 19 7 1#C 

[ft3 1] 




(SI) 



(22) 0 0 3-5 0 9 3 8 6 

[0 0 0 3] 

(Markman 1991^;McGuire£>, 1 9 8 9 ^) 0 
A^O^-irJWi, JL«^*to^T<,BflrSitfc (Holmes^, 199 
1#) o 3 fcfc, y ?*-fc;Wi, (Einziglb) fcJW 

Kii i tfgSBM (Forastire^ 1 9 9 0 #) <0t&*<Dfc*<DfMi-C 
*4o X* 'J **-fe/Hi, £SJ&1£M&IM (Woo^, 1 9 9 4 #) , Bifc)®£ 

[0 0 0 4] 

7.3.^ y h 'J > • Afnrt#t|!|»f«f|:44fa- 

>©Stfl^T?** 0 ^y**-fe;w±, »/h^7-b>7y-fcft*tT¥*f* 
»ff ? * * o ^ * y * * * ^mmm^ a, sfa k £ s -c* *k ^<Dtz vm/W 

[0 0 0 5] 

»140fc*-f C^«t*fflSI$tE®L.fco £<??ail£f±C remophorEL 
(fill) i7H3'/i LTA^y ^*4rA/*jBs*1-4ttK:J: 

?il4r»t*Ltf*f>4v»©-C, #ftOC remophorEL 

8L £L^lfi8L'i*llft, gjfoJEisJtfJEtfcffi^ KhKiKli, 

[0 0 0 6] 



£ <s> «t ? * **, i&ttteRjS e>S&4 & tflft £ M^T £ £ k im 3 ft t v» 4 rt s 
, -etlfctt, +5-tft«fl9T4^ (Rowi nskyfjs 1 9 9 2 0 tot 

, x t ;v v 3 y mm k m & t * s mit t * & a b# h & x v r v n> * - tts is * & 
;v £ it %> <d^& k o v> r % a 0 

[0 0 0 7] 

o (Taylorl 9 9 4f) ; (Kingston, D. G. 19 9 1^) 0 

, *»ttoiiMl±, Afl^J-a^'Jif-Vv^y a-* (peg) 

•J^-t^iitJ:t(:ioTM?W; 0 (Greenwald^ 19 
96^;Greenwal 199 5 *E#J80 o L^U £*i£>?>$NSW 

4 * t M 4 S ^ * P E G c^> * , ffljE& LTS!I^# ^ * ^ -C «/|? S: i 4 D 
[0 0 0 8] 



[0 0 0 9] 

2. HK<7)g& 

HJlLfco ittffia?*L4^*"9-> • C r emo p h o r E 

[0 0 10] 

-jttfc, lttifcttttftOjKyx^l^v^Ua-n/ (PEG) * U 
^DK9y^t«ftt4. PEGi'J^-li, 1 ^ t> 2 5 « f©* 'J xf V 

[0 0 1 1 ] 

[0 0 12] 

»tt* s 44©traC< fev»#<OPEG*U=f-7-KJ:oTBt*Sil^4o ffflx. 
tf % 'J **-t;Wi, 3oo#|M (t Kn^y;vl) lot, * 



(25) ^200 3-509 38 6 

[0 0 13] 

[0 0 14] 

[0 0 15] 
[it 3 2] 

f I 

— C-CCHjJir-N-CHjCH^OCjHOmOCHj 2 ) 

(5^ n(i> l^t, 7 iT"C*l9, mli, 2 ^ b 2 5 4 ft* *) , * LT R tt 
^ f>« fife S *L* <b $ ffiRT s ) ; 

Mb 3 3 ] 

— "-(CHjfc-C-B— (CH^— lUcHaCH^OCj^OCHj (j£3) 

nfi, 64T-P**K pfi, 2^f>84T-C4l), mli, 2j&>£> 

2 ^LTRfi, # 4 L < tt**, >*>K x^;i/, 7*nt°;K >f 

a) ; 

[ft 3 4 ] 



C26) 



#^2 00 3-50938 6 



— C-(CU&r-C— 8— CHjCHrfOCA), N-CH 2 CH J (OC 2 H 4 ) m OCH 3 (^4) 

(S^K nMU l*()6ifP4D, m*«tO f rf±, **l-e , J'l»£fc 2 2 5 
n t: JV j3 <£ 1 - 7^ 3 fciWRS *L*ffijftT >Hf JUT* * ) 

lit 3 5] 

8 Sh "T 

— C-CCH^— C— N— (CHj^— N-CH J CH 2 (OC I H 4 ) m NH 2 ( ^ 5 ) 

(ft*. nfi, 1 £> 6 4 -r-CJb 19 , pl±> 2^Mim^ mli, 2^t> 

4) ; 

[ft 3 6 ] 

— C-(CH^-C--f3— (CHj)^— N-CHjCH^OCzH*)^,^ 6 ) 

■fer-K 7JJU***^K 7ji/7x-K h yl/- hid XV* h*^fl|fifc 
, ifiK 7*nk";K y 7°n trim J: & t - rf- J* 3 tihWfrbM®. 
[ft 3 7 ] 

? ? . T" 

-C-(CH^r- C— S— (CH 2 ) f -N-C^CH3{OC 2 H 4 ) Bl NHR 2 (^7) 



C27) #^2 0 0 3 - 5 0 9 3 8 6 

ntt, lj&»f>6iTVC*lJ, ptt, 2i^8imi), mMt, 2^<b 

[ft 3 8 ] 

I o o 

— C-CCH^— C— N— CHjCH^OC^OCH,— C— NHCCHjVMCHJj (j£ 8 ) 
[<k 3 9 ] 

— C-(CH^(OC,H«) B ,0(CH 1 )p— C-OX* 9 ) 

[it 4 0 ] 

If f 
-C- (CHJ-N-CHjCH^O^^OCHj (5$1 0 ) 

nfi> lH5SrP*D, mil, 2 tf>£> 2 5 £ «9 * * LT R 1 

4 V 7°n t: )\,& XV t- yf-nrfrhmiAZ HZ&frhMftZ tiz>\mr 
$*) ; is xzf 

[it 4 1] 



(28) 
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(tt, nil, l*f>6Sm^ mli, 2#fc2 5 *LTX" 
[0 0 16] 

Sfi Ll/^M^Ii, th'J7A, *'J9A, 'Jf7A 

h , 7. 7 * - h £ J: l/- h t* & o 
[0 0 17] 

• 7°n K5 yjr<Ott* ? y&frli, *t V 9 ^Hr^fc J: K 

F*?*±)i>-c$>&m^ S2-110PEG*'J^-«l, 2 4fcli3fcJ: 
[0 0 18] 

*HWH, 5^2-1 l<a**-9-> • 7°n K5?^*3«J:O f Eag±if£l,9&ffl# 
*LT**!U TJT^V&K A7-Wb#J, 7*jV*^7\ AH, 



(29) 0 0 3-5 0 9 3 8 6 

[0 0 19] 
[ 0 0 2 0 ] 

#3&WW\ lWi/»-f*L^tJ:oTl»#$*L4?&jSFfl9*o^ 
JfrglfefcttoJ i U ^*-bJU-{S^#^^«r^1-ffiSLSft^*«r^* 
[ 0 0 2 1 ] 

[ 0 0 2 2] 

imu, szvmiLmnmimifbftZo i ^ 



..mmfcvut, %mz$fr, fLon^^DK??^, ett, risk 

i tiffin, K * v ;v tr -> > t £ 3 ti a o 

[0 0 2 3] 
2. 1 £H 

M Tpegj tt, E*4fcttfl-tt«#yxf-v>^ 

Gt^a-yhJ fi, J^»0#«Jif-VV^ij3-^ffi, -T^fe*>, - (CH 

2 ch 2 o) -Km^-t&o 

[ 0 0 2 4] 
[ 0 0 2 5 ] 

[0 0 2 6] 
[0 0 2 7] 

mm±&&L i )&] m& 



(31) 
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[0 0 2 8] 



[ 0 0 2 9 ] 
[ 0 0 3 0 ] 

4. 1 9**tV-*ytt- - -fuYJvy 

*HWKJ\ ?^>-*'J^- • 7n \9**rV • 7°n K 



[ft4 2] 




' ■■■■■ ' 



(32) #^2 0 0 3- 5 0 9 3 8 6 

[0 0 3 1 ] 

4. i. i 9-*y-y 

3] 




[ 0 0 3 2] 
[ 0 0 3 3] 

*«>o :o «t 9 *Sift#?> 1 ot** K-fe**--fe;v (Taxotere 

S) ) fix A? V h^-t^oN-^^^fl/S^ibD N-t-^h*^* 

;i/#-;i/^*^rt, ^LT l o -7-bf - h*4>^< 0 K-t**-fe>Mi, U 

[0 0 3 4] 



(33) ^2 0 0 3-5 09 3 8 6 

tf8 -&S**m-*5'*n7nA>SS£#r*fc#£#li\ V ?*Ji)Vb 
[ 0 0 3 5] 

/^n^'feA'^ ry-^f>JSI^ (northern perimeter) j gBfrKJ&oTfll 
Jft»««l**1-4^^ , ;^^r-bJl'fl!t#fl:-e**. |V-*F>JS#J tit* K*6~ 
1 2£%^U *LT«f WSEgli^ 0-9**0*0- 1 0fc*& o # 

<Oi©J:i4«iftli, afl-»"Cftlfe#LT*»j, ZLTZOZiZ&mfttf, 

*>? v ^ ^^)\y(7)±^mm^m^^^mmm'B^^-r^bi)mh^x^^ 0 

lot, Mx.lf, C-7kKn^-^S©7->Mfc, 4 fc»i**^0-€-©il!ft»± 

teto ■ 

[ 0 0 3 6 ] 

*> , * L TV** 'J * * -fc *l § # i 0 L tf L ur J: Sit § 3 ft 

[ 0 0 3 7] 

Umt, A-yjV (nor) i; ? * -tr;i/-?& £©*HH#tt, 

■kfrobtoXi) •? y y-r-ty/ 1 ) -f&t3-£^i- 0 a- 

yjv-A? 'j?*-t;H3j:ov^ 'J ^ 3r-fe;w^ ^fiKjEtt^Sh^Rfc^U 

[ 0 0 3 8] 

4. 1. 2 «K»J-7-/*'J^- 



C34) 0 0 3- 5 09 3 8 6 

y)M 4 L< 1*2 2 0«-Cc7)P E Gijite, ft £v>o ^ 9 #4 t < (2 2 tf^ 1 
5«WPEG#t^tn o MWttt, PEG^'J^-li, 2^f>10 
tlT^PEG^, -t%b*>, 2, 3, 4, 5, 6, 7, 8, 9 ifcttl Offl 
^PEGl^ltSo S0o8l«|Ttt, PEG*';rfv-U, 1 0 0 0<tl9^'< 

[ 0 0 3 9] 

- (CH 2 CH 2 0) »-CH, (jU) 
(5$^ X = 2~25T*4) 

[0 0 4 0] 

J: * Lv»9#-Cli, Xtt, 2~20"CJbD, 3 fcfcJ: *)JFS L< I42~ 1 
5, ^LTg'bffi L< Ii2~ 1 0T-^, MWHii, Xfi, 2, 3, 4, 5 
> 6, 7> 8> 9*fclil0-e*4 o 
[0 0 4 1 ] 

w 4 4 ] 

f T 

— C-fCHj^N-CHiC^OC^H^OCH, (^2) 

(5£*> nli, lfrh 7 4 mtt, 2 2 5 i^T* *) , * LTR li 

, L< {i7jcH> >f-/K if*, /nt'jK j vy'vtifr&XXft -y?*^ 

[ft4 5] 

f H H t 

— C-(CH^„— C— N— (CHj)— N-CHjCH^OC^H^OCHj 3 ) 



*) ; 

[ft 4 6] 

if f h t 

— C-CCHj),— C— N— CHjCHjtOCjH^ N-CH^OCjH^OCH, (5$ 4 ) 

o i 1 - 7'^ ;i^&#fifc $ p> Sft $ ti&«7 ;v * /u & ) 

Hk4 7] 

OO R 

II It H T 

— C-CCHj^—C— N— (CH^— N-CH 2 CH 2 (OC I H 4 ) H1 NH 2 ( ^ 5 ) 

y 7° n tf j V s t - 7--^ Ji/^ bm®, £ *t * ^ f> M®. $ 7;^;vt^ 
*) ; 

[it 4 8] 

n t g T 

— C- (CHA— C— N— (CH^— N- CHjCH^OC^NH^X (^g) 

(^4", nte, 1 6 iff* 19, pf±> 2 ^ <b 8 t «9 > mii, 2frh 

2 5 4fP*U, X~li> JJS L < fi^nn, 7*n^&, a - h\ *^7x->, 
7-fer-K #;W***-K *;W7x-K h4J«t^ -/V- htf^fiS 

[ft4 9] 
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0 0 R l 

II II H I 

— C-(CH^-C— N— N-CH 2 CH 2 {OC 2 ig iI1 NHR 2 (j$7) 



(5$<K nit, Ifrb 6 pi±, 2H8^t4!), mli, 2£>f> 

[ft 5 0 ] 



I I H if 

-C-(CHj);— C— N— CH^OCjH^OCHj— C- 



— C-(CH^— C— N— CHjCH^OCy^OCHj— C— NHCCH^CCHj), 8 ) 

2 35^ 2 5 ; 
[ft 5 1] 

— C-(CH J ) 0 (OC 2 H,) m O(CH 2 ) p — C-OTC* 9 ) 

[ft 5 2] 

— c-cch^-n-cHjCH^oc^ocHj ( j£ 1 0 ) 



ntt, 1/5^ 5 $ mMU 2 2 5 *TVC* <9 > * LTR 1 

£,fctfR 2 fi, *ftf*i«4i:, fttl<tt&%, *f-/K if^, /ot^JK 



#^2003-509386 




Ut5 3] 



(CH 2 ) n CH 2 (OCR 2 CH 2 ) II1 OCH3 (jfc 1 1 ) 

(5t<t\ nfis 1^6iTtft!l, mli, 2 2 5 »K * LT X" 

tt, #4 L< l^nn, a- h% *^7x- K 7-fer- hs 

[ 0 0 4 2] 

mT^^Jtl ~ 1 1 ©v»1**i#T, PEG3M£4>j|&&tt, «f i L< Wt2*fc 2 5 
^t, ?f>t$flL<li2~10St, SfctiiJ ff4L<tt 2-154 "C,* 
tff i L < 142 - 1 0 4 "Pfiio lilftKtt, PEG#f«li, 2, 3, 
4, 5 s 6> 7 s 8 s 9 4 fcfi 1 OT&So 2o«PEG*''J-7--fe^^>f$- 

PEG*''Jv--t:^ > h©Mfc#E3*L$*. 
[ 0 0 4 3 ] 

cglilfSLHSM, * «fctr«x.ara**^#*->a6**i"4 peg- 
tiifctioT»ji*iio4o EISU^SLt fc LTfi, ffSxJdN * 



tO 0 4 4] 

4.2 A^JH-k^-PEG^M4Sn^ 
(Taxus brevifolia) ©W&^fcSfr&fcfcl&fia^ifcfc J: ■=> 

friZo *m®w&^m5. oi 9, 5 0 4fc^ 9 

nWi (Taxoraycea andreanae) i:ioTi4?ilS 
[0 0 4 5] 

Sfcfc, 'J **-fe/Hi, fllxJfH olton^ J . Am. C h em. S 
oc. 1161: 1 5 9 7 - 1 5 9 8 1 ( 1 9 9 4^) ;Holto^, J, 
Am. C h em. Soc. 116i: 1 5 9 9 - 1 6 0 01 (1 9 9 4#) ; 33 
WNicolaou^ Nature 3 6 7%: 6 3 0 - 6 3 4 l (199 
4#) K.tvX#&Ztl&kiS*) y &»^Jft#ffiKJ:oTfti&3:Jl5*o 

^tli, n, p. m> R£ Jrt/R 1 £ J:^R 2 ?>fa-S§-fi, -«s£l~l 1 T 

[0 0 4 6] 

4. 2. i ?u 

[0 0 4 7] 

4. 2. 2 5^2 
5$ 2 : 

[itS 4] 
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— C-(CH^— N-CHjCHjCOC^H^OCHj (^2) 



(jS*, nit, lfrh7$TT&*)\ mil, 2 frb 2 5 $ TT* U * * LT R li 
3 ft, iev>T7lcfft*^t b y ^Ao»«4r«jns*L4o MiXi, 

[ft 5 5 ] 

CHaCHjOjCCCHj^NHj + OCHCHj^H^OCHj 

I l.THF 
I 2. NaBH< 

CHjCHjOaCCCHaXNHCHjCHaCOCj^n.OCHj 

nisJctfmli, 3fcK?E»£ft£ 0 
[0 0 4 8] 

[ft 5 6 ] 



C40) 
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CHjCHjOjCCCHjyVHCHjCHjCOC^nOCHa 
^ RBr 

CHjCHj^CCCHJnNWCHzC^OC^mOCHa 

[0 0 4 9] 

[< b 5 7 ] 

CHjCHjO^CH^NCR^CT^OCjH^OCEb 




HOC(0)(CH 2 ).N(R)CH,CH 2 (OC 2 H4) I „OCH 3 

I 1. Htl-OH 

t S^4-r^J^;t 0| »*>(DMAP) 
|gtl-OC(0)(CH,) n N(R)CH 2 CH 2 (OCzH4) 1 ,OCH3 

[ 0 0 5 0] 

^tL? ) cD^I<75 4'<7)^t)}i> flflx-ifA? 'J 9**JU£ fz\t K*^*-b^-C*4 0 
[0 0 5 1 ] 



(41) ^2 0 0 3- 5 0 9 3 8 6 

[it 5 8 ] 

D-OjCtCHj^CHjBr + NHjCHjCH^OCjH^OCHa 




D-0 2 C(CH 2 ) D CH 2 NHCH 1 CH 2 (OC 2 H4) m OCH3 

[0 0 5 2] 

zirftvw-evtisiomWifcmi&Kmto *t v ***** fcn k 

[0 0 5 3] 
4. 2. 3 *U 
st3 : 
[it 5 9 ] 

0 0 R 

— C-CCHJ— C— N— (CH^— N-CHjCHjCOCj^OCH, 3 ) 

(5$tK n(±, l^t>6 iTT*l9, p(i> 2^<b8f^T^»9, mil, 2j3>£> 
h 0 lo©7?y»', t e r t -/h^r^*;i/^x.;i/T^l^tl&-^T% 



(42) 
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4 £ fc MJ: o TM#1 3 it 4 0 
[ft 6 0 ] 

(CH 3 )3C-OC(0)NH(CH,) p NH 2 + OCHCHjCOCjH^OCHj 



[0 0 5 4 ] 
[0 0 5 5] 

X b r )v * )v (o w<&. -e #k S 1- 4 o 

[0 0 5 6] 

2 D P^-kfritzit K-tr^3r-tr;i/) fc*&£-3*4 0 
[ft 6 1 ] 



(CHj^C-OC^NHCCHjJpNKTHCH^Od^mOCHj 




NH 2 (OTj)pN=CHCH,<OC 2 H4) B OCH3 



<®m 0 0 3 - 5 09 3 8 6 



NH 2 (CH J ) p N=CHCH 2 (OC 2 H 4 ) in OCH 3 + CH 3 CH 1 0 3 C(CH 2 ) D C(0)OH 

^DCC/DMAP 

CHaCHjOjCCCH^CCOJNHCCHJpN^CHCHjCOCj^OCHa 

^NaBHVRBr 

CH3CH z 0 3 C(CH 2 ) n C(0)NH(CH J )pNRCHCH 2 (OC 2 H 4 ) II1 OCH 3 

^N»OH 

HOC(CH 2 )„C(0)NH(CH 2 ) p NRCHCH 2 (OC 2 H4) m OCH 3 

-OH/DCC/DMAP 

DOC(CH 2 ) n C(0)NH(CH 2 ) p NRCHCH 2 (OC 2 H 4 ) m OCH 3 

Bit, m®-mummtL&#i<Dmvojiufr*7ji+) «, m^mmm^^ 

[0 0 5 7 ] 
4. 2. 4 iU 
£4 : 
lit 6 2 ] 

O O R 
— C-(CH^— C— N— CHjCHjCOCjH^); N-CHjCHjCOQHObOCHj (£4) 



(ft*, nit, 1 6 i m&XXfT fi> 2 2 5 * "CT* <9 > * 

, 3 -eg 3 ft* * U =rv - <7) cd t [si c-e** 0 
[ 0 0 5 8] 
4. 2. 5 ^5 

5£5 : 
Mb 6 3 ] 

t 8 h T 

— C-CCHj);— C— N— (Oyj— N-CH 2 CH J (OC J H 4 ) m NH 2 (^5) 

(M> nfi, l^fj 6 4TVC*lJ, pf3\ 2 8 ^ T-C2g> »9 > mtt, 2 s9»?> 
Mb 6 4 ] 



^2 003-509386 



K4S-OH + («[,)„ 0 



H^J-OC(OKCH 1 ) 8 C(0)OH 



1. l,l J -iM*:j^*-f5^r-MCDI) 

2. NHKCHO^CHjCH^OQBUWraClOpCCCHj), 

3. TTA/fiSttjij^A 



Hlt|-0C(O)(CH 1 ).C(O}NHaCH 1 CH 1 (OC J H4) m NH 2 

**) 

[0 0 5 9] 
4. 2. 6 jU 
£6 : 
[fb 6 5 ] 

J H H T 

— C-CCH^— C— N— {CH 1 ) r -N-CH 2 CH I (OC J H 4 ) n NH J *X- 6 ) 



ZtiMt&ms Um±1ttmLn ^m«SLT, £ifcJ:oT 
[ 0 0 6 0] 



C46) 
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£7 : 
[it 6 6 ] 

— C-(CH J )— C— ^— (CH^— N- CHiCH^OC^X^NHR 2 ( £ 7 ) 

[ft 6 7 ] 

(CHjhCOC^NHjCCH^r + NH t CH 2 CHi(OCiHU)J>IHj 

1 

(CH 3 ),CX)C(0)NH J (CH 1 ) ? NHCH 2 CH ! (OCA)-NH 3 

il. Rflx 
1 TFA 
4. D-O ,qCH jJ.COjH^CC 

D-0C(O)(CH 1 XC(O)NH(CH I ) r NRCH 1 CH t (OC|H4).NHR 



n> mfcJtfRtt, $5 Kg* Sit* fc*»JT*4) 
[0 0 6 1 ] 
4. 2. 8 St 8 
5*8 : 
lit 6 8 ] 



(47) 
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— C-(CHi)„— C— N— CH 2 CH 2 (OC 2 H,) a OCH 2 — C— NHfCH^CKjh (^8) 

2frb 2 5 im^) <7)^- 'J =fv-<^j&T\ IIM v M<d^xt 

# y if- v > ^ V a - jixT-M £ 0 
[ft 6 9 ] 

CH 3 CH 2 OC(0)(CH2) B C(0)OH 
+ 

NHjCHjCH^OCHxCH^OCHiC^NHCCH!),^^), 
^1. DCC;2.NaOH 

HOC(O)(CHz) B C(O)NHCH 2 CH J (OCH J CH0«OCH 2 C(O)NH(CH 2 ) p N(CH 3 ) 2 

[0 0 6 2] 

m 7 0 ] 



(48) 
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tert-BOCNHCHaCH^OCHjCH^OCHiQOHJH + NHjfCH^CHj), 
^DCC/DMAP 

tert-BOCraCH 3 CH J (OCH 2 CH a ) B OCH,C(0)-NH(CH 1 )pN(CH 3 )j 

NH 2 CH J CB,(OCH 2 CH J ) B1 OCH 2 C(0>-NH(CH 1 ) p N(CH3) a 

[0 0 6 3 ] 

[0 0 6 4 ] 
4. 2. 9 j$9 
5S9 : 
lit 7 1 ] 

S ? 

— c-tcHACoc^txayp— c-cnr (^9) 

(5t<K ni3J:0 t ptt, ^at-FJtSfcfcfc, l*fc6*TT?*«9> mtt, 2**?> 2 



(49) 



13*12 00 3 - 5 0 9 



lit 7 2] 



CH J CH 2 OiC(CH 1 ) n Br 



HOCH I CH 2 (OC J H4) n O(CH 1 ) p C0 2 CH I CH, 



CH3CH I O 1 C(CH J ) a (OCH2CH0„O(CH 2 )pCO 2 CH 2 CHj 
I NaOH 



HOCCOJ^jWOCHjCHj^OCCHOpC^OH 



Wm -OCCOKCHJ^OCHjCHj^OCCHOpCtOJOH 



[ 0 0 6 5 ] 
4 . 2 . 10 £ 1 0 
AlO : 
[ft7 3] 



-C"(CH 3 ) r N-CH J CH J (OC J H^ m OCH 3 (£10) 




^tJ-OH/CH 2 a 2 
DCC/DMAP 



R 1 




(jt^K nit, lH5*n*^mli, 2^t> 2 5 4 TT* *) , ■€■ LTR 1 



(50) 
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[ 0 0 6 6 ] 
4 . 2 . 1 1 1 1 

ill l : 

[it 7 4 ] 



4 - n - k s tj y > ^ *r£»£l+-c\ ^'J P, h -> w h 4 fc ^ f- 1/ 
"C\ y fcji K-t^^-fc^oJ: •? iHitJiiU, *''jxf k> 




(CHj^CH^OCHiCH^OCHi ( it 1 1 ) 



[f b 7 5 ] 



(51) 1882 00 3-5 09 38 6 




[ 0 0 6 7 ] 

4. 2. 12 ^+t^OPEG*'Jv-/* , J^-0#l 

C-7K Kn^f->;v| ; J: 0*C - 1 Kn^y^io^tftif 
tfV^v-li, C-2' tKD + ->^:#S$iii 0 
#»\ v-^i^/f fen w;-g&?*-9-> • 7*n K5 7^ii# 

[ 0 0 6 8] 



.'/>.(.-■ 



(52) ^2 0 0 3 - 5 0 9 3 8 6 

^f:iii«mtw^ ffla^fi^*tjgjni-4o m&fop eg-^ 

'J^v-/#';v-Sr, SSiDU, *LT* 3 - 5 B#^J1#T^ 0 * 

Oft, l%Hz SCUTifc&U ^LTflSH^WkU MgSO^f 

?y - ;v (9 0 %~ 1 0%) ^D7^77^ 

£\ TLC, HPLC, NMR*iO f /4fcttMStJ:oTifipft^»t4o 
[ 0 0 6 9] 
4. 3 Egg*fiJ&%£J:ai£ffl^ffi 

KJ&M, *«#J, fc^h JHttfeU £S&fb*!U tteft&k Slfe&l 

J: <&tb*iT£; >9, f LTT-h e Pharmaceutical Codex 
:Principles and Practice of Pharmace 
utics, l'2JR(1994#) 0J:?4ftJ|ir*^ h-eSJWS*LT^*o 
[ 0 0 7 0] 

iv#m3WL&&-%*'£tt) , us, i'j*->^3W, f-v^sj, » 



(53) #^2 0 0 3-5 09 3 8 6 

[0 0 7 1 ] 

#C<7) Jiff £ B5 it v 3 12 Bibl" £ * fc 3 ti £ MS 0>S & £ 
[0 0 7 2] 

[0 0 7 3] 

K4o*H«ii4^», &P«*!k #7'-fe;v#k x'J ^V^jSU yn 

? * n m lt®i33 n as? $ a«j * eh±o#3rw , jft^sa * * 

[0 0 7 4] 

x*y-lK ^'J-bn-jv, 7K#*<7)£ ?*gp-C*#14<^Eai±^#L? 



[ 0 0 7 5] 

f7'J *x7 T J >»* ^J/') A i jt: 9 xf l/> ^ <J 

flaw*, *7*/Uj&*fBf!:3*i*fc [S^n a n<7>fiJffltt£&#£^££&^li[l 
[ 0 0 7 6 ] 

7t-7=TA N h7*'* > h £ fir ;v h ';-)A©j: o ft^&fc itf-^fifc 

, XfT'^tth'^A, *r7'J g^Sg-fh ?A, 

h 'J <7A, ttft-*- h 'J >>A^s^*ojfejf tjtiSo #§4£j&J£: LTti, B&5e3tt 

tfTOJisiU^^^nU * LT*3WtJE(||1-*£fcfc:J:oT&*Sil 

, 7'J¥*-K -if7f>, 4 fctttf'J tfx.;i/tfn'J K>©J: ? fctt-fitflU ><9 

7 > o x immmm , rams^ <t 9 * * t t * a ^ > h t 

-f K **'J ^ifctt'J > ®y * JVy A © J: 0 ^IM t *C L Ttilt 
4 o tt, ->n?7\ X^-f-^-* K 75 tTr^Attffi^OJ: 0 4 



[0 0 7 7] 

[0 0 7 8] 
[0 0 7 9] 

v-A^i^M'J #v-Aoi 9 >i 9 *• v - a s i x f a tf) i 1 tS4 ? 



[ 0 0 8 0] 

7 x y - /k 4 £ /u»3feTlllft S iifc # v y * * -> r # *J V 

[0 0 8 1 ] 

#&0. 5*f,li9 0%ff©?^>-7 , P y 
[0 0 8 2] 

• 7°n K9y^*JB«4fcli»»$*, ^LTJK««4fc»±?§?ft«r«l-f 
[ 0 0 8 3] 

Ji^tf-e^S^g^ Mis J: Wep« 0 #ltJ^7*ifcl^W* 

> mm * mm e $ * } & o * feim, mtm » x v%im <> sun s 5 * « 

[0 0 8 4] 



(57) ^2 0 0 3- 5 09 3 8 6 

ji, ^?f->su y **** fcii*<&fi^»*»LT«£S*L4. 

[0 0 8 5] 

LT^SIwi <5 4SI«J4ft*©*iD#J, JO** 'J - A + X 

[0 0 8 6] 

, y^oorh77J^nx^7, rf77J^oxr/, A 7 J ^7^tn7 i n 
ho 

[0 0 8 7] 
[0 0 8 8] 



W^4o f&*3ftH«tl^ ffFK4£», U> 

Afi, sm, m&m, ^^ti, h % g^, is 

[ 0 0 8 9] 

• K5^|i, »Ml*J&lt> HIS 1*1 

ii^o^^jM^\ 4fc»iftpo4i»5fliffltt-Jtai#jfc-*tt, 

>AfrhZ, (Me-l l e-4) -^^n^^'jy, ->'k Kn->^ n^sKU > 
A, y^Kn->^n^^'J>C, 7 -fc ?- >u 3/ * 'J y A, y^**^ >fc J: 

>F, yt Kny^n^*"'j>A, yt Koy^ D7*"'J >C, 7 -fe f- >u f * n 
[0 0 9 0] 

[0 0 9 1 ] 



7*n K99 ^<D$f4 L^ffl*li> 3 5 0mg/m ! tt\ ^T^^^7f> ( 
7 5mg/m 2 ) <9 v 3 fcfcjji L^ffliH, U * *-fe^- P E G 7*n 
K?7^ (2 5mg/m 1 ) , ^t->^7 , 7f-> (7 5mg/m 1 ) £3 X D^I 
fffli (5^g/kg/B STt) -ewG-CSFtibSo 
[ 0 0 9 2] 
5. gjfeffil 

5. 1 2' " --X^V-JW-C* i; 
[fk 7 6 ] 




[ 0 0 9 3 ] 

JBlT*>7o fa-JHi D e u t s c hfc<&#Se&5fc#')KT**o 5. 0 0 g 
(5. 8 6 5 'J t^) fiDA? 'J ^^4r;vi3 £^'5 . 8 6g(58. 
03^*HMfc!M&*, 1 1 OmL^f'J ^VKifiiDLfco 4Cfc»«*, 5 
f$K, £fiT»#Lfc^ |f^U7F^77^ (TLC) 5Mfftt, r^'J? 

> *LT3Bg£* 2B#M, 3 2 0 0 



C60) 



2003-509386 



£x\ ^x-&m&tz 0 &&mm*. 3 0mL<7>7-feh^«i9, *<ofo. 
<«tofctgn, PiO.**a&u zLxmj&viz, *mmz&m*&3&mt> 

HZ$X\ /MK-Cg^fttttL/c (5. 2 9g, 9 5%fii) 0 MIHP 
LCMli, 9 7%HJft<0 4<*>-e**ifc*iSLfco MS (FAB 

+ ) m/ z (ffittW&JS) 9 5 4 (M\ 1 0 0), 5 7 0 ( 1 5 ), 5 0 9 ( 
6 4) o 

[0 0 9 4] 

5. 2 2' ^ ->t 5 v iP - P E G 2 - 7 5 'J ^ ^ -fe* • h 'J 7 



7 7 ] 




^fT<D2 0 Omg (0. 2 10 5 <n 2 ' -*?v~;W^ 'J^^r-b 

2 ) '*J:a t 4 7mg (0. 2 7 3 5^^ 9 5%JIS) «1, 1* 



(61) ^2 0 0 3- 5 09 3 8 6 

strain *m&<DmM<DMti*. fe&Lx-nftSkmffzzM 

tl* «fc 9 fcflttfcufco 1. 4mL?)7-t h- M;V + <7)3 7 L (0. 2 5 2 5 

(7)2, 2' - (xfi/>vt.^-» tr* (xfjvrr/) ffi 

JDLfco 4 5&t, 0. 7mLOT-fe h-h'j;nfr*>8 1 j£ L (1. 0 5 5^ 

tfffiHPLCffl4ff£J:ljaffl£3*i*fc*»K 7 0 - 7 4 %ttI^3rlOhU7JV 
^-n^mmt) «fc#*>3) **tr 0 
[ 0 0 9 5] 

5. 3 h'J7Wnft»^UHPLCi« (^»3) 

£Mfi> -ttc, 4S^#I^*Siti:J:oT, ^HPLC 

[0 0 9 6] 
5. 3. 1 HPLC^fij££&H 

*«iDl"4tiK:J:oT, **RLfc« fct, 3. 30mL?)±f£ 

Elt#^7'J n - fft; x t^CWL^^*^ 4. 0 3 m L Ojjct^o < "9 

0. 4 5 /i mm>'7^nf^^l3-> , J>'y7^^-T'l 
SU -£<7>^> SitY'^*7A (2 2mmX 1 5 0 mnu C18, 3 0 0 A 
, 1 0~ 1 5 fx) *Ml»fc9*^^^X6 0 0 E HPLC;>XfAt^07f 
*"9 74-fc#tffco HTI&ffitt* 0. 1% (v/v) H;7/M-n|M***tr7 
■bf-hy*-*»I^ofc, >9 7%«^ll^£»£^tr±gfrili^ 
v 5 mL/^c7)^jiT% 3 O^MfT 0. 1 % (v/v) TFA£ffiWc4 0 : 
6 0 frt> 4 5 : 5 5 tTOT-b h- h : *o^ge$tB£ffl^T# *ifc 0 0 



. 1% (v/v) TFA£^t/9 0 : 1 OT-fcb-MJJUifcfcfflufcjfiROT 
[ 0 0 9 7] 

^*f6tJi65^ov^-C(i, ±j£?)7 5 K-fbRl&^o h [2 0 Omg (0. 

2 10 5 V*;V) aflt©2" -**->^JW-?* 'J (2) ] ^£>£i:&ffi 

ftfl-H*, 5 5T5iTU)o< »Jfc»*iliaL4*«e>liH6aiiS:0#StJ:oT, tt 
ET^M?^, fOtt, M-C*£T*e*3*T\ 1 7 Omg (6 8 %E$) 
Oh 'J 7;v^-nT4rr- h (ft^fe 3 ) *5E^Sfe@3&& t LT#£ 0 1 H 
NMR (3 0 0MHz, CDC h) £8. 10 (2H, d, J = 7 . 2Hz 
) , 7. 99-7. 81 (2H, m) , 7. 66-7. 20 (11H, m) , 6 
. 9 2 (1H, JAi£) 6. 28 (1H> s) , 6. 07 (1H, t, J = 1 0 . 
0Hz) , 5.86 (1H, dd, J =3. 9, 5. 0 Hz) , 5. 65 (1H 
, d, J = 6. 9Hz), 5. 42 (1H, d, J = 5 . 4Hz) , 4. 94 ( 
1H, d , J = 8. 2 Hz) , 4. 36 (1H, m), 4. 29 (1H, d, J 
= 8. 5Hi), 4. 16 (1H, d> J =8. 5 Hz) , 3. 74 (1H, d 
,1=6. 9Hz), 3. 66-3. 04 ( 1 6 H, m) , 2. 80-2. 60 
(2H, ra), 2. 38 (3H, s) , 2. 20 (3H, s) > 1. 84 (3H 
> s) , 1. 66 (3 H> s) > 1. 66 (3H, s) , 1. 20 (3H, s) 
, 1 . 13 (3H, s ) ; MS (FAB+) m/zl 0 8 4 (M + ) 0 
[ 0 0 9 8 ] 

M^SltSo 2 7mL«i(7)l, 0 0 0 mg(l. 0 5 5 'J * fr) <D 2 

t^fis MfflHP L C$MffK .J: 4 4 4%e93fM«h ] ) 7 nMMtl (ft 
£*3) t^trit****^. 10. 0mL7'Jn-H^ fe-f^KttttO 

0.4 5 ^m^JW> •7^Dfu^l3y'J -f ;u ^ — "CiStii L, 

ft, lffl^f^*5A (5 OmmX 2 5 0 mm, CIS, 300 A, 10-1 



5?) *MV>fc->*-?-X6 0 0 E HPLCy^rAt^n7h^77^- 
fcjHJfc 0 or®Jffi(i, 0. 1% (v/v) h U 7^*nft«*-frtr7-b b U 
ofc 0 >9 7%iWftW3rS©4lft»Sr^fr±S^ii*«, 2 6mL 
3 0 3WtTO. 1% (v/v) TFA*ffl^ 4 0:6 0 ^f> 

45:55 fe<07±h- Y 'J * : *©43E*aj*fl3y»Tf|&*ifco o. l % ( 
v/v) TFA£^!> 9 0 : 1 0 * n £M<7)¥#o-}§ttj 

Ltz 0 

[0 0 9 9] 

HPLCMiri^t, >9 7%a^F'j7^D7^rf-f 3 ) 

£^rtf8 7 0mL£#i<7)i^iI^ftLto ^*>^^nvf^7 

[0 10 0] 

9 8. 8 %0^»||!It;^H P L Cf»^i^SttO f 'J 7^ 
*D7tf-htl^l frtfrffl H P L C KX v SSI £ .3 ti fc 1 13 

> 16B«, 8t?fii#L*:lfc, 9 7. 4 %©¥$i^£-ftLfc 3*1 

[0 10 1] 

5. 4. 1. HJ 7JV^-nT-tT- h tffrM&3) 

;M;M7H^2. 5mg«h'J7nn7tf-f (^^3) <T>^yf 
Ml, 2 0 0// LOK>f *>fl:***iijLfc 0 ^M7;wc£|-£u f LT4tfc 
iI£ISj£, 1 5S-HSfML/: 0 0. 4 5^)W 

> • r^n-r^f^^ 1 3->>r/y7-fH-tai5U, L (14 
Omg) , HtW?*T, 1. 4mgCfife«l«ll»WLfc, 
&oT, aPfltl. 0 0<£>>b h U 
7W07tr-F «k^3) 7. 4mg/mL 

1. 4mg/0. 1 9 OmL) X~$>2> 0 



(64) #^2 0 0 3-5 09 3 8 6 

[0 10 2] 

[ft 7 8 ] 




|4Li:^^n7F^57^|:Ig)plo/!:o Wx.«, i»0. 4 6 2 
^'JtJVWiSm, f Ul 1. 35 9WT.FA (0. 1% (v/v) 
£^fr»*8 7 0 mL©it>*fcjMtHPLC*i*, WT?M * >£*7n 

[0 10 3] 

9 2g^DOWEX (ISII) 1X8- 4 0 0 ^n'JKIi 
) -f ^>3C&$fIt^ 2 7 OmLO^K^ *>-fb*T?3 ®»U *L"C#HK 

mzm&tztbK, 1. OPSWU 4. 0 0 L^jft^vftzle* 

© 1, 882g^NaOAc- 3HiOO'Mtl#H/; 0 77 ±- i§4--T<7) 
KSiaSKJ: JR&U f LTlil. 8 4 LOJBH * ^^7X^0 

«H* 7 5 0mL«#0. 0 13M HO Ac 



0. 1% (v/v) HOAc, OTPLCT'DhD-^-effflgJtJO. 1% 
(v/v) TFACIILT] T2Elft»Ls 7*7 jf4?&3lttS U 
fc, 1 Ofl-M, *g#-r4 4T!R5l$*fc 0 »||*, 0. 0 13M HOAc (;Jc 

> I^^«^^t, 200mLcO0. 013M HOAc "C* 
UJ3*T, ^tlKJlg 1 0 cm^X3. 8 c mfift»fl|*5A*ft^L, ^LT 
-€-0^*L*. l!)4cin#1?fSUo 2 5 0 mLO7-b 

h- h i; 250mLc7)0. 0 13M HOAc (7jctt) TiFtB L 

fco L£# s £>> lOmLOT-bh-h'J/KfCO, 6 3mL<7>»$? 

^MitioT, 870mL§i(7)Fij7WD7-irf-f (3)»»* 
, HOAciMoO. 0 13MtS*fc. fOifttttfflU, LTH^ 

ta:fi*S?n/;o v»o 8 7 OmLW, Wffife:/*aLT^ 

*7Ali, 0. 0 13M OHAc (7jcf4) & ^SIHiS **: 
o >9 7 96l£J$<0£M£-£tfM (2 10 nmtOMHPLCffHifCio 

Bfeii^fgci^ETtiiiiu fin 6^w, sa-e, 

*T, *7*7>f h*5eJB»it*08&Lfco 7 57 3^f,WfeM 

fcfc, />l77^3i:, »t LTf/MO. 013M HOAc 

LT**Ui, -pft, ^LT2 4^H, Pz05±<7)7 y ->^*-T-»£-e^&T- 
LTT^r- h • -fu F77/ Wfc#«4) (2 9 3 m 

gs >9 7%i»aF<o*rtt^2 4%fta'fk$it4v»jiz^flc) ttti(&Lfco Jtt-fa 

&S*l4#8:fc*tt0¥K-e< 9 7%«!JRw5'H©fi'fr*»i, J3U«>7-kr- h ( 
lt#%4 ) <D 1 4 6 m g (12 %*ftig<kW) frffim-i* >7nvf 

^77^ - [Quantitative Technologies, Inc. 
, (QTI) ] fcJ*£jftto*>4Mfftt, fttOf'J7^nRI©#4**Lfc 



(TFA##f : 1 0 0 p pmc7)^tBM«J: *) T) 0 HA 1 14-1 1 7 ; 1 H 
NMR (300MHz, CDC h) £8. 11 (2H, d, J =7. 2Hz 
)> 7. 85 (2H, d, 1 = 7. 7Hz), 7. 62-7. 36 (11H, m 
) , 6. 29 (1H, s) , 6. 11 (lHs t, J = 1 0. 0Hz), 5. 8 
7 ( 1 H, dd, J = 3. 9, 4. 4Hz) , 5. 65 (1H, d, J =6. 9 
Hz) , 5. 44 (1 H, d, 1=4. 9Hz) , 4. 95 (1H, d, J = 9 
. 5Hz), 4. 38 (1H, m), 4. 28 (1H> d, 1 = 8. 5 Hz) , 
4. 18 (1H, d, J = 8. 2Hz), 3. 76 (1H, d, J = 6. 4Hz 
) , 3. 63-3. 34 (1 6H, m) , 3. 04 (2H> JA$S£s) , 2. 7 
5 (2H,m), 2. 53 (2H, m) , 2. 40 (3 H, s) , 2. 20 (3 
H, s) , 2. 01 (3H, s) , 1. 87 (3H, s) , 1. 67 (3 H, s 
)., 1. 20 (3H> s) , 1. 13 (3H, s) ;MS (FAB+) m/z ( 

mt&&m io84 (m + ) o 

[0 10 4] 

5. 6 T-br-h «fc£"&4) 0£jt£l$M)£ 

jvx--r;w^ fLTA^t>nf<(jffit^^o 3. Omg^T-tf 

->H£T, 8 1 (x L<DT*. Y >*T, * LT 8 1 ^ L CO 0. 5 Mft + "C 

, *&-4*?ft*#fco lot, t*t?,©3ofiD«FiSEW#><rt*»t**»tttt, 3 
7mg/mL 3. 0mg/0. 08 1mL) £^U>5&\ ttziiX 

[0105] 

5.7 ^iC, 7-feh> (-fb#tt4) 

'^OJUfOlO. 0mgc^7-br-h (ftfr* 4 ) co-t > T^H^ 17 
Sfi LWK>f*>ft**rflSillLAo ^7JH:»*L, fLT4C^»S:, 
1 5#«K ^MSL£ 0 2 1 0 nmWIffflHPLCM 

KiU, 98. 7%«ft-C^)7-fe i r^ h (fb#tt4) Sr^tr 1 £ ififp* Jtfco $ 
0. 4 5 ^ft|-fe;vn-7y'J /U Lfc. ®* (7 6 m 



g) OlftSl (7 5//L) <7>rt^*zBlJ^LT, *»4>?&flPj&*, 1.0 1 g/m 
LT^d t £&5eL£ 0 Mtt, 2 1 0 n mT^^lFfffl H P L CJPftffc <fc «J 9 
8. 8%«^7-fe-r- h 4) mtiit^Lfc, 118mg* 

o lot, i^ffitioT, T^rr-f (ffrMM ) <7>7jt«te, 55mg/ 
mL (1"£;b^ 6. 4mg/0. 1 1 7 mL) "C** tifflje? *Lfc 0 
[0 10 6] 

5 . 8 frmm H P L C fc-J: & 7-irf - h «fc^ 4 ) O 

/hM^M T JVffcT) l o . 0mg<D7^f-h (lk£-^J 4 ) 15 

> 19 -eLT£t;$< lmL^y'J >v^5t»?, *LTZ<Dfe, 0. 4 

KfcffiU ZIX%<7>&, 2 2 9 nm^i^2 7 0 nmt^fflHP L C K «t 
oWLfc, 2 2 9 nmiSJ:U f 2 7 0 nm«$tLSffl^7Ii^, **l<e 
ft, 2 2 9 nmTO3^i§It) ffl^ (r 2 = 0. 9 9 9 9 9 ) 2 7 0 nmt' 
<7)5^g^f9ffl^(r 2 = 0. 99996) e>W#fcJfc«S*fc 0 #£oT, C 
«^!), «k#^4) 07jc«}±, 40. lmg/mL (22 

9nmf) ^^39. 7mg/mL (2 7 O nmt) T?*4 fcWS? *Lfc B 
[0 10 7] 

5. 9 t*t~y at&m 4 ) (Diwrn^frMftm 

mMT-t-r-h (-ffc-^4) ©"y-V^t, ilp7-tr h~ h <J ;v (iStff^K 
S^-J-fc*; »7JO «ft*» (Illmg/mL) Sfi"e2 6BwSg 

fcsHtT, 7^r-h «k^4) (i, MHPLCjfftf (H1#B8) J; ^ 
Hl££";n& 19, Whfr%MMVB<D%tfL*LK, f*9V99±fr (1) Cjgi 

[0 10 8] 



# < <D 1 3mmX 1 0 0 mmtf 7 AUU^K, 5. 1 5 ^ L <D#* 8 . 7 
4 1X1 0" 4 M7-trr- F^n K7^' 4 ) Lfc 0 *<D 

ft, #KK* pH8. 00, 7. 4 0 , 7. OOfcitfS. 8 0OU>Si» 
(PBS) C0295//L ©*#Jft*«iU U LT p H 2 . 00© 

3 7'CTM >*jls<- Y Ltzo tt*oB#4l$HHHOW^>f ^a^-^a > 
KStf*, MM^£>^I£§;, 9 0 0 ^ L<7)7-b h~ h ';^**iDt 
, f LTt>7'J^, 3^fW, »L<iB«^*fco ^WHPL 
CCioT^fLT, M&ftm&BtT-*Z!kCt: (TcO^&X IFF? 7#Eft) 

[0 10 9] 

5. 10 (^14) Q^>efn-7'nK7^M^I 

9#£> l 3mmX 1 0 0 mmttHfC, 7-bf- b ■ K9 ? ^* (-ffrMM 
) CD 8. 7 4 1 X 1 0- A M7kmm<V&* 5. 15^<L*ttU, #S 
tic, IttttSprague Dawl e y CD 9 y h (CD) (a?-*-* 
X-'JA- (Charles River) ;;-^AD7^ 7 W ) tf> 
#£2 9 5 // LOifcCUfc^/t'J hJto**«ajllLfc. SttfeflpKft* 

tonTO'fj'ta^avoa, umt^z^mufrhnzs 900 

Ai LOT-fe b >J /HfcjfiflHU *>^>USr, 3frM*L< fLTf 
Oft, 30H Ofr^fifl, - 1 2T3C^L^o > 1, 6 0 0 gT 1 

0^^, 2 5t)TSJt'k£*U *LT&DjfcaW«r*Rfe±»*«*, OTHP 
LCCioTMU (S2#hs) o 
[OB© 
[HI] 

6 Hco^IS-tfWcr?^ »; ^*H»^7tf- h (ffrfrfc 4 ) (T^ifli 
HO <7)«^^-fo 4MrfflHPLC^£J:oT«£3ftfc:!&#^ 7-fcr-h 



(69) 



^2 0 0 3 - 5 0 9 3 8 6 



[mi] 




T = 0B§ 
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